See text for description of the various experiments. Numbers denote the number of times the indicated cell was used in any particular experiment. NA, not applicable.
Fig. S1
Figure S1. Western blot to detect the indicated proteins in standard subcellular fractionation of mouse tissues to isolate PM, MAM, mitochondria, and ER fractions. Na/K-ATPase and pancadherin are enriched in the PM; ACAT is enriched in the MAM. Note that the MAM fraction is essentially devoid of the PM marker. Figure S2 . Western blot to detect SSRα (signal sequence receptor α; a marker for bulk ER) and NDUFA9 (a subunit of complex I of the respiratory chain; a marker for mitochondria) in fractions from a 5%-30% sucrose gradient (triangle denotes increasing density from left to right) of purified bulk ER and mitochondria after treatment with 1% Triton X-100 at 4°C for 1 h. Note than neither bulk ER nor mitochondria contain low density DRM's; almost all of both fractions, as determined by the marker proteins, was in the detergent-soluble pellet (P). Figure S8 . Representative electron micrographs of ER apposed to mitochondria (M) (i.e. MAM) in fibroblasts from a control subject, an FAD patient, and an SAD patient. Note the unusually large area of apposition in the FAD patient, extending for more than 1000 nm (arrowheads). Fig. 8C ). (D) Western blot to detect the APP C-terminus and AICD (see Fig. 8C ) in HeLa cells. Treatment with DAPT for 12 or 24 h reduced AICD by ~80%, with a concomitant increase in the amount of uncleaved C99 or C83, consistent with inhibition of γ-secretase activity by the drug. 
Fig. S2

